The aim of the present case-series analysis was to assess the safety and efficacy of pollen extract in association with vitamins in order to reduce the chronic prostatic inflammation in patients with class IV chronic prostatitis (CP). Nineteen non-consecutive patients performed a prostate biopsy for a suspect of prostate cancer. The biopsy histopathological examination showed a class IV CP, in presence of mild/moderate/high degree of inflammation, in association with an extensive (multiple biopsy sites, i.e., ≥ 3) high-grade prostatic intraepithelial neoplasia PIN (HGPIN) and/or atypical small acinar proliferation (ASAP). According to EAU Prostate Cancer Guidelines prostate biopsy was repeated after 6 months, because of the presence of extensive HGPIN or ASAP. Oral administration of pollen extract in association with vitamins (two capsules every 24 h) was prescribed until the repeat biopsy. Repeat biopsy histopathological examination showed, in 13 patients (68.4%), a lower degree of inflammation (absent/mild/moderate).
histopathological examination showed a class IV CP, in presence of mild/moderate/high degree of inflammation (Figure 1 ), in association with an extensive (multiple biopsy sites, i.e., ≥ 3) high-grade prostatic intraepithelial neoplasia PIN (HGPIN) and/or atypical small acinar proliferation (ASAP). About degree of inflammation, the biopsy histopathological examination showed in 6 patients (31.6%) a mild degree of inflammation, in 9 patients (47.3%) a moderate degree of inflammation and in 4 patients (21.1%) an high degree of inflammation. According to the classification of the National Institutes of Health (NIH), class IV chronic prostatitis (CP) are the asymptomatic inflammatory prostatitis (histological prostatitis) with no chronic pelvic pain syndrome (CPPS) (3). The mean patient age was 61.1 ± 7.33 years and the median IPSS score was 8 (6.5-13.5). The median prostate-specific antigen value, at biopsy, was 5.7 ng/ml (4.9-6.8 ng/ml). According to EAU Prostate Cancer Guidelines (4), a prostate biopsy was repeated, after 6 months, because of the presence of extensive HGPIN or ASAP.
INTRODUCTION
Chronic prostatic inflammation (CPI) leads to symptomatic or asymptomatic benign prostatic hyperplasia (BPH) (1, 2) . Under the circumstances that CPI leads to BPH and, therefore, to lower urinary tract symptoms (LUTS) due to BPH, CPI could be a target for medical treatment, in patients with asymptomatic or symptomatic BPH, acting on prostatic enlargement and LUTS. Phytotherapeutics are a value options due to their generally minimal side-effects. The aim of the present caseseries analysis was to assess the safety and efficacy of pollen extract in association with vitamins (DEPROX 500 ® ) in order to reduce the chronic prostatic inflammation in patients with class IV chronic prostatitis (CP).
CASE PRESENTATION
Nineteen non-consecutive patients performed a prostate biopsy for a suspect of prostate cancer (PCa). The biopsy Under the circumstances of the histological prostatitis diagnosed, a medical oral administration of DEPROX 500 ® (two capsules every 24 h) was prescripted until the repeat biopsy. The repeat biopsy histopathological examination showed in 6 patients (31.6%) prostate cancer, in 3 patients (15.8%) extensive HGPIN or ASAP and in 10 patients (52.6%) benign prostatic hyperplasia (BPH). Moreover, the repeat biopsy histopathological examination showed, in 13 patients (68.4%), a lower degree of inflammation (absent/mild/moderate). Specifically, 4 patients (30.8%) showed absent instead of mild degree of inflammation, 7 patients (53.8%) showed mild instead of moderate degree of inflammation ( Figure 2 ) and 2 patients (15.4%) showed moderate instead of high degree of inflammation ( Table 1) . The median prostate-specific antigen value, at repeat biopsy, was 5.2 ng/ml (4.3-5.8 ng/ml). DEPROX 500 ® was generally well tolerated over the full period.
DISCUSSION
Chronic prostatic inflammation (CPI) leads to symptomatic or asymptomatic BPH (1, 2). CPI has been observed in a large proportion of patients treated surgically for lower urinary tract symptoms (LUTS) due to BPH and in the histological examination of prostatic biopsies performed for suspect of PCa (5). Moreover, CPI has been associated with higher prostate volume and a more severe International Prostate Symptom Score (IPSS) (5, 6) . Histologically, CPI is characterized by the presence of large confluent inflammatory nodules in prostatic tissue (5, 6) . These nodules release multiple inflammatory mediators that have been shown to stimulate prostatic cell growth. Nodules also damage the architecture of the gland, resulting in a chain reaction that further sustains the inflammatory response and promotes prostatic cell growth, prostatic enlargement, and bladder outlet obstruction (7) . A prostatic inflammation classification, based on a histologic grading related to the extension of inflammatory cells, has been described (8) . Specifically, histologic grading can be classified as: Grade 0 -absent, no inflammation; Grade 1 -mild, scattered inflammatory cell infiltrate without nodules; Grade 2 -moderate, no confluent lymphoid nodules; and Grade 3 -high, large inflammatory areas with confluence.
Under the circumstances that CPI leads to BPH and, therefore, to LUTS due to BPH, CPI could be a target for medical treatment, in patients with asymptomatic or symptomatic BPH, acting on prostatic enlargement and LUTS. In fact, it is described the favorable effects of nonsteroidal anti-inflammatory drugs (NSAIDs) (9), but their side effects related with long-term use mostly limit their prescription in patients with BPH-related LUTS. Phytotherapeutics are a value options due to their generally minimal side-effects. In the present case-series analysis was observed that the use of pollen extract in association with vitamins (DEPROX 500 ® ) is safe and aids to reduce the severity of chronic prostatic inflammation in patients with class IV chronic prostatitis (CP). This effect is possibly due to the association between the pollen extract and vitamins B6 and B12 that improve the antioxidant activity and anti-inflammatory effect of pollen extract. The present case-series analysis had few limitations that should be taken into account: the small number of enrolled patients, a short follow-up period, a selected patient population, the lack of control group and that this was not a blinded study.
CONCLUSIONS
The pollen extract in association with vitamins, such as DEPROX 500 ® , could have a favorable effect in the reduction of chronic prostatic inflammation. We expect further studies to evaluate its effect in chronic prostatic inflammation in the near future; in fact, more clinical data are needed to support the use of pollen extract in association with vitamins in a context of an evidence-based medicine. Currently, the use of this drug should be considered empirical. 
